Results suggested that there were significant differences between two groups for sex, duration of disease, RF and CRP. There was also some evidence of difference between groups in terms of their age and pre-treatment DAS28 score but these differences were only of borderline statistical significance. There was smaller proportion of males in the obese group with 20% male compared to 36% of non-obese patients. Obese patients had on average a longer disease duration with a median of 12 years compared to a median of 8 years for the non-obese group. The RF status also varied between groups with a much higher proportion of patients in the negative category for the obese group. CRP values were significantly lower in the obese group with a median of 24 compared to 35 in the non-obese group. Sixty-five and 72% of patients were RF and ACPA positive, respectively. ATL were similar in patients treated with concomitant MTX (χ=3.82±2.42 μg/ml) or Ada monotherapy (χ=3.54±2.43 μg/ml) p=0.81. Consistent with previous studies 1,2 , low-disease activity patients (DAS28≤3.2) presented higher Ada circulating levels than patients with high-disease activity [3.7 μg/ml (IQR 2.97-5.48) vs. 1.71 μg/ml (IQR 0.23-4.51), p=0.01]. The median of Ada levels excluding the values (n=6) that showed immunogenicity was 3.42 μg/ml (IQR 1.55-5.03) where 3.50 μg/ml represented the most frequent value (15% of patients). Lack of clinical improvement ( DAS<1.2) was linked to drug levels below percentile 25 (p=0.04) whilst Ada levels above percentile 75 did not ensure more clinical improvement (p=0.7) than the values around the median. Conclusions: ATL correlate with the disease activity and with the clinical improvement. The optimal range associated with good therapeutic response after the standard dose is 1.5-5 μg/ml. Higher circulating drug levels do not entail better response, which indicates they could be unnecessary. The knowledge of the optimal drug ranges can guide the Personalized Drug Therapy in order to maximise effectiveness and minimise costs. 1 However, information is limited regarding factors that may predict a poor response to MTX. Objectives: To identify predictors of MTX insufficient response (IR) and rapid radiographic progression (RRP) among pts with early RA receiving 6 months (mos) of MTX therapy. Methods: In OPTIMA, pts with RA <1 year were randomized to receive either adalimumab (ADA) 40 mg every other wk (EOW) + MTX weekly (wkly) or placebo (PBO) EOW + MTX wkly for 26 wks. In PREMIER, pts with RA <3 years were randomized to receive ADA 40 mg EOW + MTX wkly, ADA 40 mg EOW + PBO wkly, or PBO EOW + MTX wkly for 2 years. This post hoc analysis compared MTX-IR pts, defined as not reaching stable low disease activity at wks 22 and 26 in OPTIMA and wks 20 and 24 in PREMIER, with pts who responded to initial MTX monotherapy. Comparisons were also made between pts who did and did not have RRP, assessed by an increase in modified Total Sharp Score (mTSS) of >1.5 from baseline (BL) to 6 mos. In pts with available data, backward logistic regression was used to identify potential predictors of MTX-IR and RRP. Candidate predictors included BL demographics, time-averaged disease parameters for 3 time intervals (through 4 wks, 8 wks, and 12 wks of MTX exposure), and BL disease characteristics for the 12-wk interval. Time-averaged variables were calculated as area under the curve standardized for length of time interval. Results: This analysis included 525 MTX-IR and 162 MTX responders. Mean disease duration at BL was 6 mo for both groups. The mean Disease Activity Score 28 (C-reactive protein; DAS28[CRP]) was 6.2 vs 5.6, Health Assessment Questionnaire Disability Index (HAQ-DI) was 1.6 vs 1.3, and mTSS was 15.5 vs 12.2 for MTX-IR vs MTX responders, respectively. 171 pts experienced RRP, while 499 pts had no RRP; the mean disease duration at BL was 6 mo for both groups. The mean DAS28(CRP) was 6.4 vs 6.0 and HAQ-DI was 1.6 vs 1.5 for pts experiencing RRP vs pts who did not experience RRP, respectively. Mean mTSS at BL was higher for pts who experienced RRP (20.7) vs those who did not (12.4). Predictors of MTX-IR and RRP at 6 mos are shown in the Figure. (3 months); 2,8 (6 months) and 2,7 (12 months) but levelled off at 36 months follow up. Corresponding mean DAS28 levels in certulizumab-pegol treated patients were 4,6 (baseline); 3,2 (3 months); 2,8 (6 months) and 2,6 (12 months). The similar pattern was seen in changes in HAQ and CDAI over the study time. There were no statistically significant differences in DAS, HAQ or CDAI between treatments at any follow up visit. At the end of follow up 64 (38%) of golimumab and 60 (32%) of certulizumab-pegol patients remained on their treatment. No significant difference in drug survival was seen between the treatments (Figure) . Patients with spondylartropathy had significantly better survival on golimumab compared to RA patients (p=0,005)whicih remained after adjustment for age, gender, CRP, number of previous biologics and concomitnt methotrexate at baseline.
Conclusions:
Spondylarthropathy including psoriatic arthritis was associated with better drug survival on golimunab compared to certolizumab pegol. No other significant differences in efficacy, tolerability or drug survival were seen between golimumab and certolizumab pegol in patients with established arthritis in daily clinical practice. Approximately one third of patients starting these treatments remained on treatment after 3 years. Background: Although Tumor Necosis Factor alpha (TNF-α) is a major proinflammatory cytokine in the brain, potential psychiatric side effects of TNF-α inhibitors have been little investigated. Manic and psychotic disorders are not recognized as TNF-α inhibitors' side effects even though few reports of such complications have been reported. Objectives: This study reports cases with psychiatric symptoms (in the spectrum of psychotic and manic disorders) that occur during treatment with tumor necrosis factor alpha (TNF-α) inhibitors and aims to evaluate the role of these agents as causative factors. Methods: We searched the French Pharmocovigilance Database for consecutive cases of positive psychiatric side effects reported during treatment with TNF-α inhibitors. Major psychiatric symptoms were defined, according to DSM-V, as mania and psychosis, and minor psychiatric symptoms as psychomotor agitation, euphoria, hallucinations, personality distortion, and increased libido. Each case had one major symptom or at least one minor symptom. Results: Among 7912 consecutive cases of side effects registered in the database for TNF-α inhibitors, 184 reported psychiatric symptoms, and of these, 71 met inclusion criteria, whereas 113 met an exclusion criterion. Depression was the most frequent cause for exclusion. TNF-α inhibitors were the only medication suspected in 56 cases (79%). The time between beginning TNF-α inhibitors and onset of symptoms varied from hours to months with a median time of 49 days (IQR=156); initial symptoms mostly worsened under treatment. TNF-α inhibitors were withdrawn in 42 (61%) cases. The improvement of symptoms was significantly associated with treatment withdrawal (78% versus 22%, p=0.01). Relapses occurred after rechallenge of TNF-α inhibitors in three of four patients. Conclusions: We report the first cohort of 71 cases with psychiatric symptoms in the spectrum of manic and psychotic disorders during treatment with TNF-α inhibitors. Our experience suggests that anti-TNFα therapy may cause manic or psychotic side effects. Disclosure of Interest: None declared
